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Applicants or agent's file reference 
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FOR FURTHER ACTION See paragraphs 1 and 4 below 



International application No. 
PCT/US02/01701 \S 



International filing date 
(day /month/year) 

23 January 2002 (23.01.2002) 



Applicant 

DUKE UNIVERSITY 



* ■ 2^3 The applicant is hereby notified that the international search report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: f 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

When? The time limit for filing such amendments is normally two months from the date of transmittal of the 
international search report. 

Where? Directly to the International Bureau of WIPO, 34, chemin des Colombettes 
1211 Geneva 20, Switzerland, Facsimile No.: (41-22) 740.14.35 

For more detailed instructions, see the notes on the accompanying sheet. 

2. £3 The applicant is hereby notified that no international search report will be established and that the declaration under 

Article 17(2)(a) to that effect is transmitted herewith. 

3. [Hj With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

I I the protest together with the decision thereon has been transmitted to the International Bureau together with the 

applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 
1 I no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Reminders 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau. If the 
applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the priority claim, 
must reach the International Bureau as provided in Rules 90 bis A and 90 bis. 3, respectively, before the completion of the technical 
preparations for international publication. 

Within 19 months from the priority date, but only in respect of some designated Offices, a demand for international preliminary 
examination must be filed if the applicant wishes to postpone the entry into the national phase until 30 months from the priority 
date (in some Offices even later); otherwise the applicant must, within 20 months from the priority date, perform the prescribed 
acts for entry into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed within 19 months. 

See the Annex to Form PCT/IB/301 and, for details about the applicable time limits. Office by Office, see the PCT Applicant's 
Guide, Volume II, National Chapters and the WIPO Internet site. 
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This international search report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This inte rnati onal search report consists of a total of La sheets. 

It is also accompanied by a copy of each prior art document cited in this report. 



1. Basis of the Report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

1 1 the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23. 1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
search was carried out on the basis of the sequence listing: 

1 1 contained in the international application in written form. 

1 | filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

Certain claims were found unsearchable (See Box I). 

Unity of invention is lacking (See Box II). 
regard to the title, 

the text is approved as submitted by the applicant. 
1 1 the text has been established by this Authority to read as follows: 
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3- □ 
4. With 



With regard to the abstract, 

[Xj the text is approved as submitted by the applicant. 

| | the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 



The figure of the drawings to be published with the abstract is Figure No. 

1 as suggested by the applicant. 

I because the applicant failed to suggest a figure. 

I because this figure better characterizes the invention. 



None of the figures 
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This international report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 
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Claim Nos.: 








because they relate to subject matter not required to be searched by this Authority, namely: 


2. 


El 


Claim Nos.: 1-17,28-30,32 and 33 








because they relate to parts of the international application that do not comply with the prescribed requirements to such 






an extent that no meaningful international search can be carried out, specifically: .. 






The claims require sequence search and the sequence was not in compliance. 
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Claim Nos.: 








because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
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This International Searching Authority found multiple inventions in this international application, as follows: 



As all required additional search fees were timely paid by the applicant, this international search report covers all 
searchable claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite 
payment of any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this international search report 
covers only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos. : 

The additional search fees were accompanied by the applicant's protest. 
No protest accompanied the payment of additional search fees. 
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A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) : C07K 14/705, 16/00; C12N 5/10, 15/00, 15/09, 15/12, 15/63; G01N 33/53 
US CL 435/7.2, 320.1, 325; 530/350, 387.1; 536/23.5; 800/2 

According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 435/7.2, 320.1, 325; 530/350, 387.1; 536/23.5; 800/2 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
Please See Continuation Sheet 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ' 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



ALEWUNSE et al. The effect of mutations in the DRY motif on the constitutive activity 
and structural instability of the histamine H2 receptor. Molecular Pharmacology. May 
2000, Vol. 57, pages 890-898. 



18-27,31,34-38 



| | Further documents are listed in the continuation of Box C. 1 1 See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general state of the art which is not considered to be 
of particular relevance 

"E" earlier application or patent published on or after the international filing date 

"L" document which may throw doubts on priority claim(s) or which is cited to 
establish the publication date of another citation or other special reason (as 
specified) 

"O" document referring to an oral disclosure, use, exhibition or other means 

**P W document published prior to the international filing date but later than the 
priority date claimed 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand the 
principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
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BRS, STN. MEDLINE 
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These Notes are intended to give the basic instructions concerning the filing of amendments under Article 19. The 
Note* ire based on the requirements of the Patent Cooperation Treaty and of the Regulations and the Administrative 
Instructions under that Treaty. In case of discrepancy between these Notes and those requirements, the Utter arc applicable. 
For more detailed information, see also the PCT Applicant's Guide, a publication of WTPO. 

In these Notes, "Article*, "Rule" and "Section" refer to the provisions of the PCT, (be PCT Regulations and the PCT 
Administrative Imtructions, respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

I has, after having received tike interns tiooaJ search report, one opportunity to amend the caaians of the 
cation. It should however *~ «n|A»«i»ftd that, *n p*^ <* «V international 'rHtritran fAi^ 
rete$s) may be amended during fee interactional prHimwary rraaninafi 
soared aoCle aanendoseattc< the cUima 19 except where, e^ to applicant i 

oason (or amrndirig the ciaaaBS be 
otncriou is available i 

Wkac parts «f tkc katemnUoauU application may be nmended T 
Tnc claims only. 

The description and the drawings may only be amended during international preliminary examination under 
Chapter XL 



? Waaaaa 2anomha ten awe date of atnaMnatxal of fee 
daae^wttcfceverttaneaMBakexpttes katcr. atahouad 
as having bceal received on tune If fee? are aoccrved by 
arjcrfknbic tiane hmst but before the rxassts l et io ai of me 



Where not to (Uc the aaueatdmesvta 




The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 463). 



Where a demand for aoternabooal preliminary examination haa becn/ta Qed, see below. 

How 7 Either by cancelling one or more entire daima, by adding one or more new claims or by amending the text of 
coe or more of the daima as filed. 

A fcnaaonmcot sheet moat be submitted Cor each aheet of the daima which, on account of an acnendment or 
araendenents, differa from me sheet originally filed. 

All me daima appearing on a replacement sheet must be numbered in Arabic numeral*. Where a daim ia 
^tKriW. tk* ryrtrr^^vt nf the ^-fHiinn is require La til cases where claims «re renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

What aVocaustenm aaast/aany aoeompauiy the amemdnaeats ? 

Utter (Section 205(b)): 

The amendments must be submitted with i leoer. 

The letter will not be published with the tnteroauooal tpphcabon aovi the amended dauns. It should not be 
confounded with the "Statement under Arude I9< i)" (see below, under "Statement under Article 19(1)"). 
TVe 4eoer must indicate the diCfepcaccs -between the cUims as Jjlcd snd the daunt as amended. It must, ia 
p«rocnUr, indicate, in connecdoo with each darm appearing uitjbeinoernatioGal r^textk»(Ubem^nnderrtood 
that identical indications cooocraing sevenl diims may be grouped), whether 

(» ) ibe cUia a unchanged; 

tii) the cLiim ix cancelled; 

in) Lbe \u,- s 

uvl U>e cUun repUccs ocve or racrt cirj i_s died, 

(v) tne diun is tne result of list divuioc c( i ciiun as fued. 
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